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im^m 1 ] 

R2 R3 Re R7 

G2=G3 )-\ >— ( 

^ FU R5 Re R9 

(I) 

, Gg . G3 , G4 itm^HzCHXl>tN-v:^V ; X, Yi±M3i{CC 

:^ imM ^\^<\%'^J-^\^<\%V- figlisa T ;b ^ ;i/ ;i/ =E 

fey ; Rg , R3 , R4 » R5 , Rg , R7 , Rg ^<l;t)^Rg li. ^ti-e'ti:^^^ 

1 U4HX/f*\T7 11 T 
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- 1 ->r;i/;!j;i/5K— 4 -^^;i/i^^^s;>- i — f n- 

:7ain;i/;fj;i/A=E-r;i/*;L<li^-CONH (CHg ) p S (O) q R^Q^tciit 
CONH (CHg ) r N Rj^RjgT'a^^n^ST'^ ^ ; R^q' Rii^«=t U^Ri2i* 

»tt 1 2 M(D{£^T;l/:3p;l,^X'«gl$tlTV^T* J:V^) "efeU ; m, n 

M5ilCO~'3 ®^tS[, pliO~4C7)MiS[, q 0 ~ 2 r « 1 ~ 4 CDMiit 

Rg ^®--M^v^^d;R7 i:Rg ii(D—miziB\>^xmmzij;]yji^ 

[M*^2] 

-NHCR^g-NHRj^ (^tfj, RJ3tt^>T>'S-egil^tlTV^Tt)a:V^-r ^ y 
S=fcl/<td:=CHN02 Rl4«>!K^iS^-=bL<»;*5^;i/S"efe-5) . 

^;i/S (o) t =foL/<ii'\5=-aT';-;i/S (o) ^ x-^^tiss (^tfitiio — 

2 ffitE4#3jZ 11-3002705 



# 

#5}! 9 — 36 7 53 8 



/m. n^r^jm. - hum. :?t7;i/#=3ri/;i/S, ^^j-mLXiti^-mmi&m 

o 

, Gg , G3 , G4 ©C) t>^f?^< ht) 1 ojb^NT'fe-SM^^l ^feliM^ 
[If ^^4] 

G^ *^N, m;i)^0~2. n;b^lT'^V, S -T'^SW^^SfH^ 

Gj , G2 , G3 , G4 lj:>fpr4x=foCHTfe^if^^l ^fel*W^:S2|a«®^b 

3 fKlff5*m 1 1— •^nno'ync^ 



(I^^L 9 — 367538 



[0 0 0 1] 
[0 0 0 2] 

yi> • jfii^^^, i: < ic>i>iss^. Msk^^^. mm^^. ^mm ' mmmm^moy 

o 

[0 0 0 3] 

^ n-;i/3b^lSL< (^^->r ^;i/:ty^^>f (N. Eng. J 

. Med.) 324 (26) 1865-1875. 1991) , KI-f^MT-^^ mjfil5:B&ifr ^ ^«?)fCM 

4 fflliE#¥ 11-3002705 
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[0 004] 
[0 0 0 5] 

O-^^^.^JC'SS-r-SKey EnzymeT'fe U , 1 F X a *U r^J-f^tCJ^lOO ^^(^ 

ytsVV--^ (Thrombosis Research) 1 9 339 -349 1980^; bf ;r (Me 
bio) 14#, 8-i-, 1997^^) . 
[0 0 0 6] 

9 6/1 6 9 4 o#^#A'^fey, ^v>iiT^ P J y jL-jvm^^-t^mv^'yur 

it^f^^mmVt:LW0 9 7/3 8 9 8 4 #^#^;^>^fe S„ 'fpItl^foBillcti 
;^)^<gv^ e) X., T ^ jmizii^fj^o jfiiJBE<ST J; tJ^ C ^ 
[000 7] 

#^^5 - 2 0 8 9 4 6-^i2^#(7)-ft;-^#7JCOVNT, F X a IS^f^M IC i: 
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m-^n^r^ jmrnrnm^mt^^it^m^m^hf^mmthx. wo 9 e/i o 
0 2 

[0 0 0 8] 

>— m^— a— CO— m^-m^-x-q 



i^^CDUmmcO^mitm^) wo 9 7/2 9 1 0 4 -^^#IC, 
[0 0 0 9] 
[ft 3] 

nr2— l^-t^r3-co-n n-x^-q 



g2 



m 



(^^0m^m<D^mitmm -^^^v. ^v^«. wo 9 7/2 8 1 2 

[0 0 10] 

[fb4] 

G^=v 

>— N{r2)— L^-T^r3)-x1— Ar— x2-Q 



mmm^. mnm^f)^ ^mi>tn^ ^s^t. x^a^^mmmmx $> v 

— (Ar is phenylene, or a 5- or 6-membered monocyclic heteroaryl ring co 

6 aifl4t¥ 1 1-3002705 
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ntaining up to 3 heteroatoms selected from nitrogen, oxygen and sulphur, 

"•) Je^TB^) 3&^^-5o 
[0011] 

mwm^^m-r^zt%m^^nx\>^^ (wo9 7/0 e s o 2-^, W097/ 

2 8 1 2 8#(^)#^#) o bj&^L, 3tiej®^t;-^igjii^^.^,"eiig^ai: bT± 

[0 0 12] 

fjt^. ik/b^mmmmMtiyX 1- (A-i^ut^jv) if^v t/y- a-^ jim 

MX-OT0 9 4/2 2 8 3 WO 9 4/2283 5 #, WO 9 6/3 

8416-^, EP718287#. W096/24581-^, WO 9 6/192 
2 3-t©^<25^#7!)^#lf ^tlSc L/*^L:^A^^34xe><Z)<Kifg<DflS'a-%li, GPIIb 
/III a CDiaS$:^->!f-/ bTV^-g>fe^*. T ^ / ^^^i: liyK^fflKD^Jj^d^?^ 

[001 3 ] 

^t:i. !^mSS6 3 - 2 3 8 7 4^{^miZlt. ^^[HIZ2, 6 - % b < 3 , 5 

-y^^^i^yi^ytyti^^'^i^yt^^- (CHg ) „ -T-^-^^-Sfe (nti2 

~4) ffimnmm^^^-t^m^<Di\:^mtf^m^-^nx\,^^t>\ stmrnizm-t 

[0014] 
[^^A^^S^Li:^) ^-rS^®] 

7 mfi^aSfeaZ i i— 'jnno'-rAc; 
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[0 0 15] 

$ tl-2> S**B^ L/ fe-ffc-ar^Tb'J^is!) T«ti F X a ia#f^ffl S d S: B m L 

[0 0 16] 
[#§W®IISg©0M] 

&.r. ^^m^nmizmm-t^. ^nmit. (i) x^^n^m^ 

liS^m^ 65 C SF^ $ ti ^ 1? -5 c 
[0 0 17] 

2ji:5§w©^2©^,#tt, ^ (I) xm-^n^it^m^r^itmmmmizmm-^ti 

^m.^mn^^ii Lx^mr^z t ^w^nt^mmtikwmmmxm^ ( fx 
^■^mf£ F X a mm^]x^ y , $ e> {csp|g#wtg^#M6U^ f x a nsmT^ 

•So 

[0 0 18] 

8 1 1-3002705 
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[0 0 19] 

^^^m^^^t: hx^m-r^z.ii^s^mii-t^^t^mmm - Ax#^ev^l*yi>ii 
^m.^m^m.i»t. hx^mt^:^ii^fi^Wiiit^-m^mm.i6Lm^'^'?mjkxj^x^ 

[0 0 2 0] 

[0 0 2 1] 
[0 0 2 2] 



— n n 9 7 o 5 



# 5}I 9 — 367538 



R2 R3 Re R7 
G2=G3 >—< )—{ 

R4 R5 Re R9 

(I) 



, G2 , G3 , liM5i{CCH3Z.l±N"efey, 
[0 0 2 3] 

[0 0 24] 

Rg , R3 , R4 , R5 , Rg . R7 • Rs ^-^^^^9 ttl^M^U-^L 

1 0 ffisE^^ 11-3002705 
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->r;i/:^;i/>K::i;i/», 4 - :^^)V\f^^iyy - l - ^ }]/tf)V:^—JVm. N-yx. 

JV^L<it^-CONH (CHg ) p S (O) q RjQ^T^^CO 

NH (CH2 ) r NR^jR^g*^^^^-^^"^'^*^ ' ^10' Rn^-t ^^^12^*^^ 

1 ;&VNL/2M<3Di£l^T;i/=3F;v^-eem$tiTVNT=fe;J;v\) "e^y, 

n{i?jlSricO~3(Z)Mt5[. p 1*0 — 4 ®^tS:, q l± 0 ~ 2 (7)^t^, r 1 

[0 0 2 5] 

^;i/A^>r;L'«, t^>'«, i/Ty», -hn», <&m.rjvi3 J ^ <g 

Xh^\'^TS.Pjm. ^-NHCRj3-NHRj4 (^cf", R^gliS/T >^ «T'gm 
$ttT^^T=foc^:V^-f ^ ySfeL<li=CHN02 ^-efeU. Ri4«:7K^M^^=fej L 

TU-;i/7r=^ri/*, :7ain;bs (o) ^ t)L<ii^-5^nru -;i/S (o) ^ -e^ 

1 1 1 1-3002705 
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[0 0 2 6] 

fefe'L^ (I) ^Cfe^^T, X, YjO^il^tCNT^y nj&^2=foL,<«3T$>y:«)^ 

oZij&^-CHg Rg ^Rg i:«>-^^v^tiR7 ^Rg jfflic^ 

T'Sm $ n T ;b ^ ^ :t V ^,t&Jc ^ V > T ^c^^!5f5S^ff b ;t f t-^ 

i^^liM>&-5o ^^{iL»^JC j:^|55^lCj: »J. #^Hg6 3 - 2 3 8 7 4-^^25i# 
[0 0 2 7] 

%(DJ>t. ^(Drpm^ (IV) (Dit^S^. #{C^ (IV) -b^c'^V^ 

TG^ :^)^N, —G^ ;i^CH(7)>fl:-^igj) $:^^JCm#-r -5 3 *^ffilST'^ o 7^ 

[0 0 2 8] 

1 2 aill#^ 11-3002705 
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r^aj tit. #^c^e>^v^^^J, mmmi^j^v^i^em^mt^mm^r^it^ 

, x^;i/S> >^ntf;i/S, >r y :/d tf;i/^, >ry:/^;i/S. sec- 

, tert-^y^jim. 1 2 1, 2- 

-^^;i/'^>5^;ba> 3-^5^;v/^>^;i/^. 1, 1 1, 

2 -^;^5^;i/y5^;i/S> 2, 2 1, 3 

, 2, 3 -s:^'^^;]/::^^;!/^. 3, 3 - i/"^5^;i/>^^;i/S, 1 

, 2-:^^jvzr^;vm. 1, 1, 2 - h u ^5^;i/:;''n 1, 2, 2-hU 

[0 0 2 9] 

r{£^T;i/=i^t/;i/Sj iiLTli, MAli^ h^S/S, ::^n/J<^ 
t e r t ^y^jiyi-^y iT^JVy^^y) ^ y ^>5^;^:r=3p 

t e r t -^>^;i/7j-^r^S, S/S, 2-^^;i/-^h^ 

2/*, 1, 2 djK^^S/S, 1 -x^;i/:/n3K^i/S. 

[0 0 3 0] 

-r yy s e c -zfh^y:hJV:^^—;vm. 

t e r t - >^h:3ri/^;i/7K-;i/S, >fy^>^;i/ 

1 3 ffitE#3^z 1 1-300 ?. 70 5 



9—367538 



[0 0 3 1] 

[0 0 3 2] 
[0 0 3 3] 

;i/x^l/yS, x5^;i/^^;i/^^ uyg, -$( uym. i^^)\^'rV=y%=f- 

1 4 mil#¥ 1 1-3002705 
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#tf^4x. HL^uym. :^^JV^^ly>m. i/ 

[0 0 3 4] 

[0 0 3 5] 
[0 0 3 6] 

rjvij J4 jvmxWiM $ tiT v^ -5 mv ^ »; , m^it^jv ^ ;i/t ^ v t ^ ;i/ 

[0 0 3 7] 

xn^-^nt:Lmt>'^mf'^ti. :^^JV^yi-m. :r.^JV^:tm. ^u\£)y^:t 
[0 0 3 8] 



9 — 3 6 7 5 3 8 



[0 0 3 9] 



3, 4 -T^h^n Kn^y 1, 2, 3, 4 -5^ h^n Kn-^ v^y y ;i/ 

[0 0 4 0] 
[0 0 4 1 ] 

[0 04 2] 

r<S^r;i/3^^>:!t7;i/5fC-;i/T;i/=^r;b5!j;i/A^-r;i/Sj ±MWC^^<n> r 



1 6 



mSE4t¥ 11-3002705 



I . . 9 — 367538 

h ^ ;i/ :^ ;i/ :ii ^ ;i/ ;!/ A ^ -r If e> ti -5 = 

[0 0 4 3] 

[0044] 

, 2 -n Kn^i/:ii5^;b^, 2 - n Fn ^i/-/n bi°;i/^. 2, s-i/'tiKn^s:/ 

[0 0 4 5] 

31 h ^ ;^ 5^;I/^#=fo•^t^c 

[0 0 4 6] 
[0 0 4 7] 

^i&Wi.r)]/^j\yy^jiy-(—)i^^i tit. ±sE.<D r{£g^r;i/^;i/^;raj (Dmn 

[0 0 4 8] 
[0 0 4 9] 

1 7 mifFa^sE 1 i_'?r\no'7nc; 
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^ (I) ©Gj -G^ lCi3V>T. 1S'tL<lt. G^ , Gg , Gg , G^ <D^t> 
ii'^J&< ilt; 1 0 7b^NT'fe V, J: ^ L< liGj 3b^NT% Gg , Gg , G^ A'^C 
H ; Gg A'^NT?, G^ , Gg , G^ *^CH ; Gg ij^NX'. G^ , Gg , G^ 
H ; Gj . Gg *>NT% Gg , G^ jb^CH ; Gj , Gg *^NT% Gg , G^ 
H ; Gj , Gg , G4 ;b^N-e, Gg ff^CH ; Gj , Gg , G^ :&'^NT% Gg 
H<D%<DX'$>V. $ ^>^C^f ^ b<l±, G^ ti^NX$>i). Gg , Gg , *^CH 
; Gj , Gg A>N-^'^t), Gg , G4 *^CH ; Gj , Gg , G^ *-NT\ Gg ir^ 
CHT'^"5o _t:Ba®V^■r4^0GJ —G^ <DN^C^V^TR^ i:— ^{C:&oT 

N-yir^iy\^%:m^ho^il}^. Gj ON -:r^S> F*W^ b v>„ 
[0 0 5 0] 

tLxtft.L<ii. yKmm^> y^mm^. ^mm^. mmm^. ^^m 

T^yS, ^^)vm. h U :7;i/:tn h 

U h^i/S. ^>T>^Sv y 7K^«. n Kn:3rS/^5^;i/ 

mli^ff^ U<ttO, 1, 2, S-efet). $ e>lC^?^ b< liO, 1, 2T'fe-5o 
[0 0 5 1] 

Rg , Rg , R4 , R5 , Rg , R7 , Rg iS^XfRQ it. ^f*L<li^tl^ 

1 8 ailiE4f ¥ 11-3002705 
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;i/S*^«n:5^;i/ST'&'J, Rg , R7 , Rg , Rg lt^ti^nti^U^hX\>^^ 

:^^JVi:3J]/A=^>( N, N - P 

^ h=^ri/^^;i/», x5^;biK. n y 1 ->r;^:*;l/3j<— 

;t7;i'/t^-f;i/=fcL/<«^-CONH (CHg ) p S (O) ^ R^Q^fcli, ^-C 
ONH (CHg ) I- NR^^Rjg'^'a^^^'S* (RlC Riife«fc^J^Ri2t*^i^^-* 

2cDMiS[. qliO, 1, 2. rlil, 2 L V>) Tfe U , ZlZlT'Rg ~Rg 

L 2M(D:«l5^;^»*^^±x5^;l/^■eSg|$4^TV^T=foi: <, 

^ e>Jc^f^ L<ti, R2 . R3 . R4 . R5 «Mti=fo;ic^M^^-r'^»;, Rg . 
Ry , Rg , Rg tj:^tien*'«*g-ir LTV^-53g±©^^M^i:— MJC3&oT:i7;i/ 

[0 0 5 2] 

liN ; XTtj^NT'YTb^CH, $ ^ IC^J ^ L < {iX*>C HT' Y *^NT'fe"5o 
niiO, 1, 2, 3;&^^f^L<. 0, 1 e> IC^J ^ L V^„ 
[0 0 5 3] 

O2 -■e^So 

1 Q ujs^-«<f^ ^ ^ t B 0 □ T 0 0 
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2, 3, 4 -T^h^t Kn:3ryU;i/«, 1, 2, 3, 4 -7^ h ^ tl Kn V ^ ^ 
[0 0 54] 

-:h-75^;i/«, tf^rc— u;i/». 'Oi/Vi/S, 2- 

y :3^-)],zsL^-)\^m. ^y^/y^-jvm. ^yj^ji—)vm> ^y^^^f-r^Jv ;v 

m> ^JV;vm. '<v^J'))vm. i, 2, 3, 4 -T^h^tiKn^sp 

1, 2, 3, 4 -T^h^t Fn-ry^y u;i/»*W^u<, rtie>«^.fimT^ 

-5*^^f^l±t: Fn^i/X, T^y», r^i^VS, :;?.;1/:7t^ >f ;i/T^ 

N' -i/Ty' -^T— i/V». N' -^^;i/-2-nbn- 1, 

-yvmm^. i^mm^. %mm^. ^^mm^. tyyjm. 

**^e>ftiSlc^lftL-g>gm»T' 1, 2 t;b<^i3MSSI$tlTV^^=fe(7):«)W^ b 
[0 0 5 5] 

^5^^-^ t>i± % o © liJe^T ® S »J o 

(1) ^ (I) lcj3V%T, . . G3 . G4 (De>-^^f'^^e< 1 o*^N 

<j;U^f^b<li. ■:i?i&<i:%Gj *^NT'fe^;, m:^-0~2, n^UT'^U, Z 

2 0 aJiE4f ¥ 11-3002705 
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i 



I) tLx^mm-^ti^o ^(11) (Dm(D^um&<^^mit. ^ (d <D^ti 

lite] 

Ra R3 Re R7 
G2=G3 ) ( ) ( 

R4 R5 Re R9 

(II) 

[0 0 5 6] 

■^^lZ0^L<it. Gg — G4 (Dm^^t>'&lZf5\f^X. Gg , G3 , G4 :«)'?C 

HT^-STb^ G3 Tb^N, G2 , G4 j&^CH"e^S*^, G3 , G4 *^N, G2 A^C 

HT'^y, ij^Ti^mm^. y^ymm^. ^mm^. M:mm'f-> n^mm^. r 

A^-r;b«, :^v^^iGJ -g^ (D^ntf^}it.%\zw-^-^n^'^-:t^iy\^mx-^ 
Rg , R3 , R4 , R5 Ji^n-mM5iic7KmM^=-, 

ST'^y, Rg , R7 , Rg » Rg ^*^4^^tl*^^'^bTV^S^±<Z)^mM^^: 

1 ;&v^L 2M<Z);tf-;i/a^feiix5^;i/«TM^^nTVvT=fo c^:v^) 
X;()^CH-eY*^CHt;L<liN ; X^'^N "e Y *'^C H -^fe »J , 

9 1 iiiszri^^ - | OOOOTOO 
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;vm. -r v=3py i; i, 2, 3, 4 h'^n J V jvm. 1, 2, 3 

, 4 Fn-f y^y U;i/S. lfVtyJ\yy^-JVm^r:ilti^Vi^JV^:i^— 
L3M«^$tlTV^T*Jav^<£JKT;^^;^S^C j: 1 :&v^U 3MS^$4^TV^ 
[0 0 5 7] 

i: tJt^W^OF^ L/<«> *^N. Gg , G3 , G4 }6^CHT'fey. Rj 
M^. :7^:/^M^, J^^M^, H^^^M^^, r^/^«, :n 

3 , R4 , R5 itip!n^yi<^mm^'c$>*j. Rg , R7 , Rq . Rg li^ti^^'ti*'^ 

Tyj;i/S, >:/'^>y:7^:^;i/S, -fv=^yu;i/S, 1, 2, 3, 

4 h^ti FD=^ryu;i/S^:^« 1 , 2, 3, 4 -T^F^n Fn>r y^y;;!/ 

2 2 ajSE#¥ 1 1-3002705 
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[0 0 5 8] 

(2) l^t^. ^ (I) ^CJ3V^T, , G2 , G3 . G4 ti^tl^CHT'fe^ 

j:D^f^b<«. ii^Ti^mm^. •p^ymm'f: ^mm^. Mmm^. B^m 

m^. T^y». hVy;\/:^u^^;vm. h 

1; •7;i/pi-n:)i h^^ri/*, i/yjM, T^y^^;!/^, 7^c^S, tiKn^i/;t^;i/ 
:?tj;i/7t^>f mliO, 1, 2Tfey, . R3 . R4 . R5 ii-fsT^xt; 

>!K^M^T'fe'j, Rg , R7 , Rg , Rq it^t],^ntf^m^Lx\>^^m^<Dmm 

\:fy ^-V )Vm. ^yi^JVm. •7:ii:^^JVm. 7.^^))]ym. 2-7a:n;i/X^- 

^>v^7^:^;i/S. ^>y^Tyu;i/«, V^y^ry 

1, 2, 3, 4 -T^h^t Kndf y 2, 3, 4-5^ 

h^t Kn>r y^^py u;i/ST'fey, :m^(Di&mMMitmn^x$>^ti'. ^r=.\t 
t:Kn>>>s, T^7S, ■7^ymM^> ^mm^. MMm^. B^mm^. -yr 

i^VS%b<ttN' -;)l^;i/-2-iihn- 1, 1 -ni5=->2^'T^ y a^^^-ttS 
{C^linSS^ST- 1, 2*;L<t^ 3MS^$tLTVN-g,'fl:-^i^*;b<«-e(Z)i^T 

[0 0 5 9] 

2 3 1 i-cinnQ-TO^ 
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[0 0 6 0] 

-^uym. n;\^m. r7v-;i/^, TU>r>M, ?L^. =^^. 

[0 0 6 1] 
[0 0 6 2] 

T'^-5c aroS^ag^l, i^jt^2, ig5t?£3^J:yfgiW«(^)^ (I) . ^ (I 
) - a, ^(I) - b, ^(III), ^(IV) - a. ^(IV) - b, ^( 
V) , ^ (V I) . ^ (V I I) , ^ (V I I I) , ^ (I X) , ^ (X) , ^ 

2 4 aitE4#¥ 1 1-3002705 
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(XI) , ^ (XI I) , ^ (XI I I) , ^ (XI V) , ^ (XV) . ^ (X 
V) - a;b^e> (XV) -e, ^ (XV I) , ^ (XV I I) , ^ (XV I I I) 
-a, ^ (XVIII) - b, ^ (XIX) , ^ (XX) , ^ (XXI) ^3i;t? 
^ (XXI I) T'a^tl§^b'^i^a)^*lC;fet-t€>Ri , R2 . R3 . R4 . R5 
, Rg , R7 , Rg , Rg , , Gg , G3 . G4 , Q, X, Y, , 

, m, n(D^mitm^tm-v&^j^ ^mmit^mx-:^^^ (d x-f^s^n^ 

rii^^-ejigxfe-g)^ (I I I) , ^ (XV) fesv^^i^ (XVI) T^^ti^^b 

[0 0 6 3] 

^ il) XX = CH, Y = N(D«-^(Z)^b'^#jS¥?:^ (I) -aT'^L> JS^TIC 

[0 0 6 4] 
['ffcV] 

R2 R3 Re R7 

>-(CH2)„-N N-Z1-Z2-Q 

R4 Rs Rs R9 

(I) - a 



(5s:ifJcfeit'&Ri . R2 ' R3 . R4 . R5 . Re ' ^7 ' ^8 ' ^9 ' ^1 

, Gg , G3 , G4 , Q, , Zg , m, nCD^mitmBEHm-'V^^. ) T 



4f ^ 9 — 367538 



ig^fe 1 - 1 




(V) 




[0 0 6 5] 
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wm^^ ^)^Mjiz^^'^^^^^ (III) 

G2=G3 ( 
®V /)~^ y-(CH2)n-OH 



:^(r V-/ 



(Rl)m ^ >,g (III) 



n = 1 ~ 3 (D«^t*Tfa^ (IV) -b 
[0 0 6 6] 
[^fl: 1 0 ] 

Rg R3 



"v/^ G2=G3 ) ( 

OV)-a <I^)-t^ 



^^^^^ R4 R5 



($;;t5^;i/7.;i/3j>^e/K (dmso) /b»^>-9m^n'; K) , ^h^>^at^;i'T 

>^-1:7A7^°-;l/^^-h (TRAP) /N-;i^;^^;^^^U>-N-:t=3rt/F 
^-ffc, Corey-Ki mmit (N - ^ U U 7. ^ t^Z^ ^ ^ K (NC S) -i^:^^ 
;i/7.;V7^F (DMS) ^#:) , ti'i; 2;-'t7i.S>'^Dn;t- h (PDC) ^^b. 
If ij 'i7A^na^D^- h (FCC) ^^1:, J o n e smit (Nag C 
O7 /C r (VI) /e^^) ^©^^bElS. ^^b<liDMSO/L»0e)m^n 
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1 1 ^P4t:-S we r n^^b%:^fV^. ^ (IV) - a, ^ (IV) -h^ 

iim<o iSklC, ^ (X) 
[0 0 6 7] 

[-ffcl 1 ] 
Rg R7 

M 

HN NP 




lj:3^^*^e) 1 2^P^T'M766lJT^ y^bH^S$:^?v^, ^ (V I ) 
[0 0 6 8] 



[<l: 1 2 ] 




(VI) 



(^tfi, R^ , , Rg ~Rg , P , m, nliftflBi:!^— (^^^^^ 
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m 
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2^mv^um^m^n\'\ ^ (v) 

[0 0 6 9] 
[^b 1 3 ] 

Rz R3 Re R7 

G2=G3 y-\ )—{ 

(V) 



t=.itt<Dm.^t.m<o mz. ^ (xi i d 

[0 0 7 0] 

[fbi4] 

W-Z1-Z2-Q 

(XIII) 

(^tp, WiiAD>^f>M^> ;^ a? /t^ ^;l/al>^;l//}^- 

m-^ti^^m^^^u^ym^i^t.. mmi^v^j^. mm'^t^'y^^ mmiD^^ty^o 

-t^'T)V^JV7—Vym(Dmm^&. ^f^b<lih Ux^;i/T^ >$:MVNT, m 
mtl^XT^h-hV N, N-t^^^;]yji-^)Vl^r^\^ (DMF) #©^14^ 

7^h^nFn-7^> (THF) izftm^n^:si-y^;vmmm. iif^v<itm. 

2 9 ailiE#^ 11-300270 5 
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A^e> 1 2^raT';Kf£;5:4f V^, ^ (I) - a 
[0 0 7 1] 
Utl 5] 

R2 R3 ^y/^^ 

G2=G3 ) ( ) \ 

^"^^•^ R4 Rs Re Rg 

(I) - a 



C^cfJ. , -G^ , R2 -Rg , Q. , Zg 
[0 0 7 2] 
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[^fb 1 6 ] 
Sdt^ 1 - 2 



R2 

G2=G3 
(Rl)m 1^ 




{CH2)n-NH NHP 

) (_ 



(VIII) 



^ (IV) -afe■5V^^^^ (IV) -h(Dit^mt^ (XI) 
[0 0 7 3] 

o 1 mf?F3«m 1 1 _ o n 9 7 o F 
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[^fc 1 7 ] 
HaN NHP 

Re R9 

(XI) 

Vr=.^ (IV) -afe-5VN«^ (I V) -bi:^ (X) (Dit^mti^^^ (VI) 
®'fb^ife$:#'&)5fSi:l^«<^:^^"C'^ (VII) 
[0 0 7 4] 
[{til 8] 

R2 




^"^'"^ PU R5 Rs R9 



(VII) 



i^^. Rl , , Rg ~R5 , Rg . Rg ' P' n«i.js2i:l^- 

®^^$:^-r) ^^^<o r^V^T% ^ (XII) 
[0 0 7 5] 
[^b 1 9 ] 

Re R7 

w w 

(XII) 

mmii^t. mmiov^2^. mm^t^^i^. ^K^^b^hU'^A^ 
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1 2^raT)K/5S:$:^?vv ^ (V I I I ) 
[0 0 7 6] 
[<b 2 0 ] 

R2 R3 Re. i 

(VIII) 

(^nfj, , -G^ , Rg ~Rg , P, W, m, nltmUHm—CO&m^ 

m-t) ^tm<o ^ (V 1 1 1 ) (Dit^mit. ±miz^i^t^^ ^ (v i ) *^e>^ 
(V) (D^t^m^'^^Ri^iimm(D:^m-v^ (ix) 

[0 0 7 7] 
[<b 2 1 ] 

R7 

R2 R3 Re. J 

G2=G3 ; — ( T^^W 

R4 H5 Me Rg 

(IX) 

i^tp. Rj , —G^ , Rg ~Rg , W, m, nltmsitm—Oy^m^^T 

) ^i:^<o ^ (IX) xm^ti^Kj:i;nj\u^ymmw^. mm:^v^^. m 

3 3 H',9if3^M^ 1 -•5^no97nR 
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^ (V) 

[0 0 7 8] 
Ut2 2] 



R2 R3 Re R7 

(V) 



(^cfi, Rj , Gj . R2 ~Rg , m, nitmm^m-'(D^m^M-t) ^ 
r^i,t^(Dm.^iim<o m^x. s;Armmiimm<D:^^X'. ^ (i) - a 

[0 0 7 9] 
[^b 2 3 ] 

R2 R3 Re R? 




R4 Rs Re R9 

(I) - 



(R^C 



Rj , G^ --G^ , Rg '^Rg . Q» Z , Zg , m, n tiftflH i: 1^— 
[0 0 8 0] 

<mmm2> 
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[<b 2 4 ] 

R2 R3 

G2=G3 ) ( 

Gi, N-{CH2)n 



(Ri), 




9 — 367538 



Ub2 5] 



- 1 



Re p-r 
HO-(CH2)n— <^.NH 

Re R9 



(XVI) 



Re pi 
HO-(CH2)n-/ N-Z1-Z2-Q 

Rs R9 



(XVII) 



n= 



Re R7 

0=/ N— Z1-Z2-Q 
Re R9 



(XVIII)-a 



R2 R3 
G2=G3 )—\ 

^"^^^"^ R4 R5 



Re pi 

OHC-(CH2)n-l/ N-Z1-Z2-Q 

Ra R9 
(X VIII)-b 




[0 0 8 1] 
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lit 2 6] 



HO-(CH2)i 



n 




( XVI) 



9 ' 



XIII) 
[^b 2 7 ] 

W-Z1-Z2-Q 

(XIII) 

i:f^^B^^ll^«^;R^&^^^v^, ^ (XVI i) 

[0 0 8 2] 
[<b2 8] 

Re R7 



^it-^m^r^it^o^^^WMt^^tij^-v^^o (XVI I) %b<ii-^ 

©i^SrtufH^ (I II);5)^ e^(IV) - a ^ t^lt^iW - b ;5f5 i: l^«c^iE<t^ 

^S;$:^TV^, n = 0 (Dm^ltrm,^ (XVI I I) - a $:n= l~3(©«^liTfB 
^ (XV I I I) - b 
[0 0 8 3] 




(XVII) 



(^4>. Q, Z^ , Z 



n. Kg -Rg itma^m-o^m^^-t) x-m^n 



(j^yf 9 — 367538 



[^b 2 9 ] 

Re R? 
0=/ N-Z1-Z2-Q 

Ra R9 

(XVIII)-a 

Re ,R7 
OHC-(CH2)n.i/ U-Z^-Zz-O 

Rg R9 
(XVIII)-b 

(^«. Q, , Zg , n, Rg -Rg l«fB^llI-(Z)^«^«-t) T'^*)$ 

ck y^aic-^^$n-5^ (XX) 

[0 0 8 4] 

[>f[: 3 0 ] 



R2 R3 

G2=G3 ) ( 

'i^*" R4 Rs 

(XX) 



[0 0 8 5] 
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[^fc 3 1 ] 




[0 0 8 6 ] 
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[fb 3 2 ] 



Re R? 
HO-(CH2)n— ^ NH 
Rs 



(XVI) 



Re R? 
HO-(CH2)n— ^ N-Z1-Z2-Q 



Ra 



(XVII) 



Rg ^Ry 

W-(CH2)n— C N-Z1-Z2-Q 




Rs ^9 



(XIX) 



R2 R3 Re R7 

G2=G3 ; ( 

®V N-(CH2)n 

H4 ri5 



9untmmo)mi^mzj:vm^nr:L^ (xvi d 

[0 0 8 7] 




4 0 
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[^b 3 3 ] 



HO-{CH2)n 




N— Z1-Z2-Q 



(XVII) 



i^^. Q. Zj , Z2 , n, Rg -Rg liltiSBi: T'^^tl 

u >?:MVN> - 2 o-c*^e. 5 ot:-e, b< ii*;^T"C^;^;^^?vN, ^ (x i 

X) 

[0 0 8 8] 



i^^. Q, w, , Zg . n. Re -Rg immiim-<D^m^mt) 
^n^^t^^t.r^it^o)m.^m<o ^ki^^ (xx) 

[0 0 8 9] 



[-ft 3 4 ] 




(XIX) 



y1 1 



msTC^AiA 1 1 — o r\ r\ n n ri ^ 
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Ut3 5] 



R2 R3 

G2=G3 ) ( 



(XX) 



(^'^'. R 



1 • 



G 



5 ' 



n^^t'^mt±mr'm^tlr=.^ (xix) (Dit^mt^s^iz^^-^ayRm. m:^ 
itmm:tiv^2^. mm-\ziy^j^. m.m^ji\^iy'02^. ii^m\t-^v')^2^m(DmmM. 

[0 0 9 0] 
^ (I) -b 
[fb3 6] 

R2 R3 Re R7 




- b 



(^cfi, Rj , G^ -G4 . Q, , Z2 , R2 -Rg ' ^ 
[0 0 9 1 ] 



4 2 
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I 
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^ (I) 
[ffc 3 7 ] 

R2 R3 Re R7 

G2=G3 )—( y-\ 

i^"^ X-(CH2)n-Y N-Z1-Z2-Q 

^"^'"^ FU R5 Rs R9 

(I) 



(^tfr, , Gj '-G^ , —Rg . Q. X, Y, m, n, , Z2 lifu 



4 3 mtifim^ ^ 1 - n n 9 7 n 
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UtS 8] 



R2 R3 Re R7 

PN X-(CH2)n-Y NH 



R4 R5 



"9 (XV) 



R2 R3 Re R7 

M >-< 

) ( ) \ 

R4 R5 Re R9 

(XIV) 



R2 R3 Re R7 

HN X-(CH2)n-Y N-Zi-Zg-Q 

)— < ) 
R4 Rs Re R9 

(XXII) 



(R^), 



R2 Rs f^e R7 

G2=G3 ; — < y-\ 

a, Rs Re R9 

(I) 



[0 0 9 2] 

r^lKS (XV) - (a) , &§V^^irPHgS (XV) - (a) J: U ^ JrlCgJ^jt 
|g:& (XV) - (b) 



lilliEil^^ 1 1-3002705 
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[fbS 9] 
R2 R3 

HN X-(CH2)n-OH 

\ / 

R4 R5 (XV)- (a) 

R2 R3 

PN X-(CH2)n-OH 

\ / 

R4 Rs (XV)- (b) 



b:^^^^c^^ev^^^•rs>^l\ ^^v^«rtlRS (XV) - (c) . ^-2>v^^il^MS 
(XV) - (c) J:^)^M,lzm^^-^mt^ (XV) - (d) 
[^b4 0] 

Re R? 



HO-(CH2)n-Y NH 




Rb R9 
(XV)- (c) 

Re R? 
HO-(CH2)„-Y^ ^NP 

Rs R9 

(XV)- (d) 



(^cfi, Rg ~Rg , p, Y, nttmmtm-(D^m^^-t) *^^^7t^2ic^ 
Lr^:^mizm^m^^-t^ti\ $>^^Ht:scm (wo 96/1002 2-^^#) 

4 5^ M^^/{*\T;ii-oi" 
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(D:&mx^mm^nr^^ (xv) - (e) 

Ut4. 1 ] 

Rg R3 Re R7 

>-<?>-< 

PN X-(CH2) j-L(CH2) k-Y NH 

R4 R5 Rfl 

(XV)- (e) 

-^i^^r^i-T^;!/, THF, DME, V^'=y^h. (^V zsl^ V y ^ - )\, V % ^ )\j 

e>ti-5^ (XV) , 



Rg R3 Re R7 

PN X-(CH2)n-Y NH 

M M 

R4 R5 Re R9 



(XV) 



(^cfi. R2 -Rg , P, X, Y, n\iM^}Ln-'(r>'^Wb^^-t^ •e^sti'S^b 
(XIII) 



4 6 
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[^k4 3] 

W-Z1-Z2-Q 

(XIII) 

u^'ymmi^h. mmiov^j^. ^m±ty^2^. mmi^^vty^h.. 7i^mit±hv 

N, N-t?^5^;i/7iN;i/iAT^ F (dmf) ^nn3^;i/A 
y^y (THF) lZ'fXm^tl^:ii-y=-)\^^mm. 0^i^<itmt:^^iyyt:mm 

^5$:^fv^. ^ (X I V) 

[0 0 9 3] 



(^nfr, R2 —Rg , P, , Z2 , Q, X, Y, n liffffBilM— CD^^$:* 

ti3^r^75)^^i 2mmx^m^m^iz^i:n^\ ^ (xxi d 

[0 0 9 4] 



[^k4 4] 




X-(CH2)n-X 



N— Z1-22-Q 



(XIV) 



•KfrFilSaE 1 1 — o n 



9 — 367538 



[^fc:4 5] 



I : 



X-(CH2)n-Y 




N— Z1-Z2-Q 



(XXII) 



(^tfi, -Rg , , Zg , Q, X, Y, nitmmtm—<D^m^m-r:> 

^^{cS^ig-r-&:ii:*^-e^-g>TfB^ (xxi) 

[0 0 9 5] 

[^1:4 6] 
62=63 



VNl^DMF. DMSO, e^'^ N^$/:i:^> (DME) , tyzf^J]/:s:--v='JV. ^i/ 
lx>, 1, 3 -i^^^JV- 2->( ^^iTV yty (DM I) ^(^)3a^^ 

^^v< itmmmx'. loot:*^e>2oo'CT', ^eF^b<«i8o 

;b V > ;S f5 $ -Br ^ z: i: ic <k »; # -5 zi =b $ ^ o 

[0 0 9 6] 

±SB®7^?£tC<fc ^ (I) ilT&^T'^So 




(XXI) 



4 8 
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^ (I) 



[<t: 4 7 ] 




N-Z1-Z2-Q 



(I) 



4 ' 



R 



2 



9 ' 



Q, X, Y, m, n, Z 



1 ' 



1 ' 



[0 0 9 7] 

•fei/>?. (Protective Groups in Organic Syn 
thesis) ^2iS, 199 1 ^®^.^ICS3S(^:^^IC J: U ^ i ^ A^T'^ 

So 

[0 0 9 8] 



mtsFSsfesE 1 1 _ q n n 9 7. o B 



i^ip 9 — 367538 



[0 0 9 9] 
[0 10 0] 

/^feli?&5EglC5t^-e2>»J, ^#:6^>&3^m^i:bT«, M^, flgS^. 

. -jittB^^jfiilgf^ (TIA) , <=bJgTa^ifil^<^>fliJ^illrtl^^^<^MJ^lttMJfil 

h\z%mw}mmm'&. m^mmit^m.^ m.^^M.mp^mm'&mn (dio , a 

[0101] 
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) 

!jf 5p. 9 — 367538 



[0102] 
[0 10 3] 

^mzisi-f^um^ux^mmvm^o 

[0104] 

1 ) h F X a mmmncDM^ 

i n V i t r olC^3t-^-g>FXa|S«?S14li>!rh-^-^ 
Ui/iJjl^^y^hV 265 18289-'18297M. 1990^)© 
^^lcmCT?KI^$tlSc 1-^*5^. thFXa (X>if-r AUif- (Enzy 
me Research Laboratories, Inc.) ig, 0. 0 1 9U/ml) ^ i/ "f-JVl^JVTi^ 
7|-^$/K (DMSO) lCTS^®?g;^C#flL^^<*:J3J:tJf'^^»KS-2 2 2 
2 (C h romogenix AB, 0. 4 mM) t'iSi^hT vis -i^^^ffi 
M (PH7. 5) T3 7t:tCT-r>^^^- ht-^o =^^<^FX a|JaS?S'I4li4 

5 1 ailiE#^ 1 1-3002705 
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[0 10 5] 

V^-g>l- ( (E) -4 -^Dn>^.5^y -4- CI - U-}:fVP 

tf^i; i;>'>-4 i^^^i^y (wo 9 e/i o o 2 2-#<i^ 

^©^SgM'^' 3 9 © 2 b (D^t^m) li 1 5 0 nM® I Cgo-fa^^l^^ 
[0 10 6] 

2) 

[0 10 7] 

b) \Hm^Mm^m(Dm^ 

mmm^huy^^^^y^^ymm (aptt) ^m^(Dmmiz^Mht^^<$. 

t hJfil^feJ:O^APTT^^$:?E^b. 3 7 tCT 2 ^^^-f V^^'^- h bfc^ 
, ^iti3J^ty^2^ (2 5mM) b'^@^^$:?RI^'t ^H^O^tfim 

o 

[0 10 8] 

3) ^^y ^$:fflV^fee X V i V o T'<Z)M@^ra^^!^ 

5 2 ajlE4#¥l 1-300 
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1 Z^mP^±m1kLt^m^'y^ h (2 0 0 g~3 0 0 g, SLCtt 

) izMv. ^s:fti^7K (tfciii o%DMso^?g) izxmmLr:^mm^izmm 
m^^j^mn^v. mmmzuit is. 8%^n:>^:M-u'^Ai/i o^) v 

Ta) SLD^b) 0:^mizm^^m^m®^m (pt) ^.ttj^t^s^^H^r^ (a 

PTT) Om^'^iSZtSt^o 
[0 10 9] 

a) ^H^MH^ra (PT) 

JisBifii^s 0 1 5:3 7ncT s^^-ra-f M^:^^^ 

[Olio] 

b) I^S^^S^ra (APTT) 

JtfEJfll^S 0 A 1 {CAPTT|^^$:5 0 /i l^^iOL, 3 7 1C ICT 2 ^^^-f > ^ 
].r^^^ 2 5mMm^b:*j;i/S>'t7A^M?: 5 0 a l^iQ-T-S 3 i: IC J: U 

:^U.mz^ :2is:?§^5fl:-^#lli»|ini^^^tCfeV>T^^?J^APTT^^<^)M:R 
[0111] 

4) v-y ^5:ffiV^fce x v i v o "ecD^H^^li^SS (SP^^) 
_hfE3) (Z)^j^T':^!Bi^l^<0#IlI^^^<^f^*5^J^C^P^/>7^S:MV^T^S!IMP 

:*:^]§l®SS:S^C^V^T=fo> ;$:^^<b'^#l«^P^^{C^v%T=b^@^^®®:a 
[0 112] 

5 3 mfJF33pai 1 1 — n 



t 
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[0 113] 

A p T t^^^h^t!)^ e>, :^^m^t^mtMm<DmMm\^^^-t^^titi^^ < 

[0114] 

(tPA) rji^mz^n^(ommi^ (3Sr^^^i^sv^^iv^t)^$>'5ll^1a:f^i:v^t)tls 

hn>7j?=J^^-9->-^^ISSM. GPIIb/III aiaWM) . <i^i^®lgfli 
jflijSl^&j^^fff (M;ili^n7>f h^m#i. hmg-c o APl^^, epa- 

xmmz^^-t^m^)izi5\^xist^0mmitmt>ti^jt^^. 

[0 115] 
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[0 116] 

lOOOmg, ^ftL<lilmg-'300mg. #^MPT-0. Ol—SOOmg 

. ^*L/<«0. 1 mg~ 1 0 0 mgT'feU. ^ 1 V^^±i5cllI^C:9•WT 

[0 117] 

vf;i';>t^;i/-fe;i/n->^>, :d<U i^— ;utf □ U F>. vi?n=3-;i/) , ?t?K?ra 
simt^Jt^^mmmmmn impHtnlyT.v^U-^V. hUn:^y-;i/T^>. ^* 

rx7^°^^>m) , «^^Ri. m^M. mmm. mmitm. ^mm. 

[0 118] 

5 5 mS?F3#^ 1 l-?5nn97r><=^ 
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z)Lr:Lm^mt. 5gtc±xE<z)^ss^fcm, r&^^pj. M^am. %im. ^mm. 

mmil'^^itnmTLM'm^^ (;}fUn:^l^>^*U=r-;i/ (peg) , y^'fU^ly 

yni^;i/^^;i/-fe;i/n-j^ (hpmc) , /i<u u K> (pvp) #® 

tK^SI^:^'^-. ti Fn^ri/::^ni:f;i/^^;i/-fe;i/n-x V- h (HPMCP) 

^^fi^^. y7 h-9--rni>>(.t±, 7 8- 8 2 (1 9 8 8) ^M^(DmM 
^^Kh^CD^SMj , t^^SM^, 5 7 - 1 5 9 (1 9 8 3);^:2f 

S^aJc^-r-S^^M^^^gMS^xW-S (#^HS5 6-4 9 3 1 4-^. FR2 4 6 0 6 
6 7#) „ 

[0 119] 
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(a) (5 Omg) 

it^i^M 1 0 0 g 

h — 3 9 8. 5 g 

— Kjt7:/-fe;nc 2 5 0 mg1*oi^AL:to 

[0 12 0] 

( b ) ( 1 m g ) 

ri-^^^-^^'^-;^ K (5%W/V^->?. b) 0. 8g 

JifBC3D^^^#»b. S^felCJ: UfT^L, 1 0 OmgO^^RIilbTtc 

[0121] 
( c ) mm ( 1 0 m g ) 

^t^^M 1 0 g 

?L«S 1 6 0 g 

n>^:j!j;i/^ a-x-^ h U 't^A 4. og 
n->>?.^-5^ 20. 7g 

^KU tf-;i/tfn U K> 2. 3g 

±m<D^^^wAv. mmiz^vn^Lxzo omg(Dmmiihr^(D-h. mm 

^ ;i/ D - 7. TrSS b J^^M ^ b :^ = 
[0122] 
( d ) ( 1 0 0 m g ) 

it^mu 1 0 0 g 

^uy^i3)\y^u-:^i-hV^2^ i2g 

5 7 miiE#¥ 1 1 - 3 0 0 2 7 0 
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i3->X^-5^ (5%W/VK-^ h) 3. 5g 

7.^y^)yW^^%^y'0h. 3g 

[0123] 
(e) ?^M^f!l (0. 1 mg/ml ) 



0. 1%W/V 

2. 3%W/V 
0. 4% 

3. 5% 

3^*in^T 1 0 o%i:-r-5>o 



[0124] 

(f ) 



( 1 . 0 mg/m 1 ) 
1. 0%W/V 
3. 6%W/V 
1 5% W/V 

ji*iinAT 1 0 o%^i-^, 



( 5 0 mg/m 1 ) 
5%W/V 
1 5%W/V 
4. 5%W/V 



[0 12 5] 

(g) atif^ 

n =3-;i/4 0 0 

0 . 1 Mi^M ®* 

t£WM^.@7K 3g»*n;iT 1 0 0%i:-tS = 

5 8 ffiliE#¥ 1 1 - 3 0 0 2 7 0 £ 
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[0 12 6] 

fS ^ $ tl -5 -e 5& V ^ „ 
W^M^i^^:^^^ hJ\/ (NMR) liVji:tJVJNM-EX2 7 0 ( J E O L J 
NM-EX2 7 0) FT-NMR (H^fs:*^ (^) m) ^tciti^ j^:^ J NM- 
LA 3 0 0 ( J E O L J NM- L A 3 0 0) FT-NMR (-r^- * S:^^, 
0*«d^ (^) ^) «^^lgK*:$^=ef;^^^ h;^ (HRMS) liS/'i>r;i/J 
MS-GCMATE ( J E O L J M S - G CM A T E ) (0*^^ ^ 

[0 12 7] 

mMmi i-[ i-((E.) -4-^^DD7.5^u;i/^;i/3j^— if^uy>- 
4--f;i/] -4- (4-ifUS/;b) tf/<^s;^>©'^^ 

<X^l>4-[ 1-((E_) -A-^UU7.^^))\y7.}\^TH — }\y) ] tf ^ U K 

A -t:^v \^y-yi<.^^^m^ (o. 5g) ®#.7KJ^^b^^ ^> (somi) 
^?Sic h ux^;bT^ > (0. 7ml), (WO 9 6/ 1 0 0 2 2) 

fa«©;^^lcj:yfflS$ti:t (E.) -4-^nnx^U;i/x;i//}^n;y^n'J F ( 

1. 1 g) ©^ETKi^-fb^^b'^ (lomi) mm^M^. r)\yuynm^-fMu 

it^m (5 0 0 mg) ^mt^o 

NMRX^^ h;^ (* DMS O- dg) 6 p p m : 7 . 8 3 7 . 7 7 (2 H, 
m), 7. 55'-7. 38 (4H, m), 3. 49 (4H, t, J = 6Hz), 
2.47(4H, t,J = 6Hz) 
[0 12 8] 

<x^2>i-[ i-((E_) -4-^'DDy^>5^'j;i/^;L'5j^— tr^Ui/"> 
-4->r;i/] -4- ( 4 - tf i; i^vi/) i^K'yVycD^^ 

5 9 ffill^sp 1 i-3nn9. 7nB 
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umivm^ntciit^m (4 9 0 mg) . ^^xf:xm (#^^6 - 19222 

5) fa«®^^lCi:yfflS$nfel - (4 -If U If^^S^'^ (2 5 4mg 

) (DMTKi^^b^^l^^ (12ml) (0. 18ml) ^M:^. T^Vn 

K (6 6 0mg) ^m^. muv-^mwvt:^o ^jt-m^yi^^ija^^ 

^^y_;i,= 19:1-9:1) T'«SgL, mMit-^m (2 9 Omg) S:#feo 
[0 12 9] 

HRMS : C22H27C IN4 ©2 S (M+ ) tf-l[«4 4 6. 1 54 3 »ifffi 
4 4 6. 1 5 5 5 

NMRX^i^ (* DMS O- dg) 6 ppm:8. 20 — 8. 10 (2H 
, m) , 7. 81 (2H, d, J = 9Hz), 7. 52 (2H, d, J = 9Hz 
), 7. 46~7. 30 (2H, m), 6. 90~6. 75 (2H, m), 3. 

65 — 3. 55 (2H, m), 3. 43 — 3. 18 (4H, m), 2. 75 — 2 
. 62 (2H, m), 2. 61 — 2. 44 (4H, m), 2. 44 — 2. 31 ( 

1 H, m) , 1. 9 0—1. 8 0 (2H, m) , 1. 5 8 — 1. 4 0 (2H, m 
) 

[0 13 0] 

MMm2 i-[ i-((E.) -4 n n;^^y ;i/) \^^Vi:>'y- 

4-^;i/>^5^;H -4- ( 4 - tr u s^vi/) \f^^py(D^^ 
<xSi>i-[ (E_) -4 -t7nnx^u;i/x;i/7j^-;i/) ] \:f^Vi^y- 

:Scm It^^--^^^^^^^^ ^y^^^^^^^'^- (J.Med.Chem.)||3 4#, 1 

0 7 3M, 1 9 9 1^] |B«©^Slcj;yMS$tifefcf^Ui>'>-4--f 

(0. 5 g) ®M*it<b^^^> (1 Omi) ^?g[lch';x^;L'r^> ( 
0. 88ml), (E.) -4 -^Da;^5=-U;i/x;i/7}^— ;i/^n u F 

(1. 03 g) ^m^. 7jvn-^nm%r^^x4:mmmm^r^o jSts^sic^KS: 

6 0 tiifiE#¥ 11-3002705 
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^ - immnm; ^S-ft^^l/^ : J-JV=Q 9 : 1~9 7 : 3) T'^mSSb, 

mmit^m ( 1 s 0 m g ) ^mt^c 

[0131] 

NMR>^^^ (* DMS O- dg) 6 p p m : 7 . 80 (2H, d, J = 
9Hz), 7. 52 (2H, d, J = 9Hz), 7. 38 ( 1 H, d, J=16 
Hz), 7. 33 (IH, d, J = 16Hz), 4. 54 ( 1 H, t, J = 5H 
z), 3. 63 — 3. 50 (2H, m), 3. 28~3. 21 (2H, m), 2 

7 0 — 2. 5 6 (2H, m) , 1. 80—1. 35 (3H, m) , 1, 23 — 
1 . 0 7 (2 H, m) 
[0 13 2] 

<x^2>i-[ i-((E_) - A-'i/uuT.^V jvj^jVTt^-ji) \^^vvy 
-4 --f -4- if^'yVy<D^m. 

U;i/^n U F (0. 0 5 m 1 ) <Z)M*iS<t;^-5^ ^> ( 1 . 3 3inl)^ 

8x:izii^mh. zinc MyKt^:^^J\y:^J^^^^y\^ ( 

0. 0 9ml) oM^^Km-ffc^^i^^ (1. 3 3ml) ^m^2 o^mxmrvt=L 

o ^if^v^T^ Jimixn^nt^it^^ (I50mg) ®^7K^^t:>i5^ (i. 3 

3ml) ^m^ZO^rnvmrLt^o - 65 e 0°CT'1#^^^^, -78 

x:^-e?^^L, hi;x^;i/T^> (o. 2 5 mi) §:iDx.7^o^^a^T'#iab, 

2. Oml) lC^^$-&, 1- (4-lfy2;;b) (4 2mg) ,J?CV> 

■e, i^lE (0. 0 2ml) $:5D;^^o T;i/n >#H^T^?aT' 3 0 ^f^Jii^ bfe 
U -^^A h U T-fe h^i/^n K^-r K (0. lOg) ^rinix-, 

^V^- (^ai^^ ; J^^t;^^ : ^^>'-;^=l 9:1) T'W^b, ^ffi^t 

^ B fil fffinffiiiiii i J U U i J U J 
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(6 omg) ^mtt^o 

[0 13 3] 

NMR>^^^ (* DMS O- dg) 6 p p m : 8 . 17 — 8. 11 (2H 
, m) , 7. 81 (2H, d, J = 9Hz), 7. 52 (2H, d, J = 9Hz 
), 7. 44 — 7. 29 (2H, m), 6. 83~6. 77 (2H, m), 3. 
63 — 3. 52 (2H, m), 3. 31~3. 20 (4H, m), 2. 72 — 2 
. 58 (2H, m), 2. 47~2. 37 (4H, m), 2. 17 (2H, d, 
J = 7Hz), 1. 86~1. 75 (2H, m) , 1. 7 0—1. 5 5 ( 1 H, 
m) , 1 . 2 5-1. 0 5 (2 H, m) 
[0134] 

mmms i-[ (e_) -4-^uu7.^vji7.;vji^—M -4-[ i- (4 

<Xgi>4-[ 1- (4-ifUs;;i/) if^^Jpy] :«j;i/A;i/-t'i^ F®-^^ 

>r=3rif U;i/i'n U K (1. 7 7 mi) ©^te7K^^b^5^ (85ml) mW.^ 

r;i/=3>#H^T- 7 8T:{c?^j|ib> 3c:{cM7Ks^'^5^;i/^;i/>i^^^ K (3 . 2 
5ml) <DM>[Kife<t^^ (8 bmi) mw^^zo^mx^mrhf^. ^^cv^■r^ 

jtfj (EP0359389) SB^COI&^IC U ffiSS ^Hfe 1 - (4 -If U 2^';i/) 
tf^u i/>-4 ->r;i/^ ^ y (3. O g) (DM7i<^^^t:f^'^\yy (4 8 m l ) 

fej:tKM7Ks;^'^^;i/^;i'3j^^^:/ K (4 8mi) (DmWL^2 o^mx^mrLt^o - 

65 6 orT' 1 ^r^Ji#=^, - 7 8X:^T?^S|]b, b U 3i5^;i/T ^ > ( 8 . 

3 1ml) $:in;t^co ^?a*-e#?ab> 7K$:}&nx. ^it:^^iyyizxmmht^o 
fco 33-e^ie>4ifcT;i/T't Ktt^^^^^-efes®T% wss-T'S^ii'&ibtcr^ 

[0 13 5] 
E IMS : 1 9 0 (M"^ ) 

6 2 aitiE#¥ 1 1-3002705 
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NURy^^^ hJ\/ (*CDCl3)6 p p m : 9. 56 ( 1 H, s) , 8. 1 
6~7, 99 (2H, m) , 6. 82~6. 69 (2H, m) , 3. 83~3. 
71 (2H, m), 3. 02 — 2. 90 (2H, m), 2. 61 — 2. 45 (1 
H, m) , 1. 90~1. 78 (2H, m) , 1. 5 2 — 1. 3 6 (2H, m) 
[0136] 

<X@2>1 - t - >^h^i/^;i/7jN*n;i/-4 - [ 1- (4 -bf U tf^ 

j:mix-m^nt^^mm^m7i<.mt:f^^iyy (6 5ini) icM$i±, i-t 

-y l-^i>75j;i/3Kn;i/tf^^i;> (3., 1 9 g) . rk^^X^WM (1. 5 5ml) 

^m^r^o rjvnymmm.r^ux'3 o^mmnht^^. ^hU'^AhUT-t h 

^^:^U7\4 K^^ K (6. 6 1 g) ^M^. ^^X—l^mniyf^. MJSISICtK 
^M^. l^^TKMTJ-hU-t^AxK^^KT'pHgjcM^b^^, m-^t^f-^iyyiz 

xmn^Ltc, yi^^j:z:f^mmikm.7i^xm^. MTi^.m^m-i- h v ^ j^x^m^. m&r 

:^^\yy : J -Jl=9 9 : 1) XmmV. mm^t^m iO. 5 9g)$:#fc 

o 

[0 13 7] 

HRMS : C20H32N4 OgCM"^ ) ffSM 3 6 0. 2 5 2 5 MmUS 6 0. 2 

5 4 5 

NMR;^^^ (* CDC I3) 6 p p m : 8 . 2 6 — 8. 2 0 (2H, m) 
, 6. 6 8 — 6. 6 2 (2H, m) , 3. 9 2 — 3. 8 2 (2 H, m) , 3. 4 

6 — 3. 37 (4H, m), 2. 90 — 2. 77 (2 H, m), 2. 40—11 
2. 31 (4H, m), 2. 20 (2H, d, J = 7Hz), 1. 9 0 — 113 
. 68 (3H. m), 1. 46 (9H, s), 1. 30—1. 18 (2H, m) 

[0 13 8] 

<x^3>i-[ 1- (4-ifUi/Vi/) tf^u $;>-4 

X@2t?# ^>ti;t>ffc-a-^ (3. 2 1 g) lCT^V-;i/ (2. 2 3ml), ^J; 
tJ^zKTK^&T h U >';b^nit^ ( 1 7. 2ml) ^M:^. 7 JVnynmn.r^UX 

6 3 /iiliE#5p 1 1-3002705 
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— ^Ji#L7t. ;KJt;?^lcai-5^;i/ (2 0 0ml) t:ta:^^l^<mWi^t:L. 

, ±m^y'iJ>v^-ty3yiz^*)!^^. |g{ci-7^;v (2 0 0mi) ^m^x. 
^omi^^^VMht^o ^•^tcai-5^;iy (2 0 0ml) $:AdA, -h^'-W'fbL^ 
^jgbT^M<b-^tJ (3. 2 4g) $:#^o 
[0139] 

HRMS : Ci5H24N4(M'^ ) ffW'lii2 6 0. 2 0 0 1 HiJH 2 6 0 . 2 0 0 
3 

NMRX^^ (* DMS O - dg) 6 ppm:8. 3 0 — 8. 18 (2H, 
m), 7. 25~7. 17 (2H, m), 4, 29—4. 18 (2H, m), 4 
. 00~3. 35 (4H, m) , 3. 3 5 — 3. 09 (6H, m) , 2. 50 — 
2. 40 (2H, m), 2. 12 — 1. 98 (IH, m), 1. 93 — 1. 82 
(2H, m) , 1. 2 3 — 1. 0 6 ( 2 H, m) 
[0140] 

<X5g4>i-[ (E^) -4 -^Dn:^^y ;i/:^;b>i^n;i/] -4-[ i- ( 

4-ll°US?;i/) }:f^Vt/y-4-^JU:i^^)V] \^K^VZ/<D^^ 
JL^ZXn^ntcit^^^ (4 7mg) ©^TKJ^fbjt^ (1. 0ml) MM 
?K}C h Ux5^;L'r^ > (0. 091ml), iB^Xf (E.) - 4 - ij7 n □ U ;i/ 
x;i/v}>-;i/^D U K (15. 6mg) Srinx., T;i/n>#H^T^ST— 

- (miamm mtj^^uy - j -jv= 1 9 : 1—9 : 1 ) vmrni^. m 
m^t^m (1 3 mg) ^mr^. 

[0141] 

HRMS : C23H29C 1 N4 O2 S (M"^ ) sfM-M^. 6 0. 1 6 9 9 |IMfii4 
6 0. 1 7 0 9 

NMR>^^^ (* CDC 1 3 ) 6 ppm:8. 26 — 8. 17 (2H, m 
), 7. 47 — 7. 37 (5H, m), 6. 73 — 6. 62 (3H, m), 3. 
93 — 3. 80 (2H, m), 3. 30 — 3. 16 (4H, m), 112. 89 

6 4 ailiE4t¥ 11-3002705 
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~2. 75 (2H, m) , 2. 6 0 — 2. 4 7 (4H, m) , 2. 24 (2H, 
d, J = 7Hz), 1. 89 — 1. 65 (3 H, m), 1. 30 — 1. 13 (2 
H, m) 

[0 14 2] 

[0 14 3] 



fli 9 — 3 6 7 5 3 

^1 — 1 


mnm 




N M R (ppm) 
( * : 30(Miz , ^ ED : 270lf{z ) 


12 


CDC13:8.23-8.15(2H,ni).7.90-7.76(2H,ni),7.56-7.45(2H, 
iD).6.67-6.60(2H,ni).4.33(2H,s),4.18(2H,q,J=7Hz),3.90- 
3. 80(2H,in), 3. 32-3. 20(4H,m), 2 . 90-2. 76(2H,in) . 2. 57-2. 45 
(4H , m) , 2 . 20(2H, d, J=7Hz ) , 1 . 85-1 . 62(3H, m) , 1 . 30-1 . 1 0( 2H, 
ni).1.26(3H,t,J=7H2) 


13 


CDCl 3*: 8. 25-8. 17(2H, m), 8. 14-8. 07(1H,iii) , 7. 93-7. 86(1 H, 
id) , 7 . 62-7 . 53(2H, id) , 6 . 71-6. 63(2H, in) , 3. 95-3 . 84(2H, IB) , 
3.47-3.35(4H,iD),2.94-2.80(2H,ni),2.60-2.49(4H,iD),2.24 
(2H , d , J=7Hz ) , 1 . 91 -1 . 67(3H, ro) , 1 . 35-1 . 1 2( 2H, m) 


14 


CDC1 3 :8.48-8.40(1H,in), 8. 38-8. 17(2H,m) .7. 60-7. 22(3H, 
m) . 6 . 74-6 . 64(2H , oi) , 4 . 00-3 . 85(2H, ib) , 3 . 60-3 . 44(4H, ni) , 
2 . 98-2. 82(2H.aj) , 2 . 75-2 . 61 (4H, ra) , 2 . 31 (2H, d, J=7Hz) , 
1 .97-1 .50(3H.m), 1 .40-1 .15(2H,m) 


15 


COCl 3:8. 25-8 . 14(2H,in), 7.75-7 . 66(1H, m) , 7 . 61-7 . 33(4H, 
m) , 6 . 77-6 . 66(2H , m) , 4 . 00-3 . 88(2H, m) , 3 . 3a-3 . 23(4H, m) , 
3 . 05-2 . 90(2H . in) , 2 . 59-2 .42(4H, m) , 2 . 22(2H, d, J=7Hz) , 
1 . 93-1 . 71 (3H,in) J . 31-1 . 1 0(2H,id) 


16 


CDCl3:8.21-8.16(2H,m),7.68(1H,d,J=2Hz),7.51(1H,d, 
J=9Hz),7.44(1H,dd,J=2,9H2),7.31(1H,s),6.69-6.62(2H. 
m) , 3 . 95-3 . 85 (2H , in) , 3 . 35-3 . 25(4H, m) , 2 . 93-2 . 80(2H, m) , 
2 . 55-2. 47(4H,iii) , 2. 22(2H.d, J=7Hz), 1 . 90-1 . 60(3H,m) , 
1.35-1.10(2H,in) 


17 


CDCl3:8.31-8.13(3H,in),8.07(1H,d,J=9Hz),7.82(1H,dd, 
J=2,9Hz), 6.66-6. 53(2H,m), 3. 88-3. 71(2H,in), 3. 14-2.96 
(4H,m).2.92(3H,s),2.85-2.68(2H,ro),2.61-2.39(4H,ni), 
2 . 19(2H, d, J=7Hz) , 1 . 90-1 . 55(3H,in), 1 . 31-1 . 03{2H,ra) 


18 


CDCl3:8.25-8.18(2H,m).7.83(2H,d,J=9Hz).7.74(2H,d, 
J=9Hz ) . 7 . 66-7 . 58 (2H , id) , 7 . 56-7 . 40 ( 3H , in) , 6 . 65-6 . 57 ( 2H , 
fli),3.88-3.76(2H.m),3.16-3.02(4H,m),2.86-2.71(2H,m), 

O Rft_9 A7/AU m'\ 9 91 f 9H rf fcrTH?"^ 1 85-1 59f3H 

1.30-1.08(2H.ra) 


19 


COCl 3+MeOH-d 4 : 8 . 64-8 . 55( 1 H , m) , 8 . 36-7 . 97 ( 3H , ra) , 7 . 47 
(1H, d, J=8Hz) , 6 . 85-6. 59(2H, id) , 4. 03-3 . 86(2H, m) , 3. 38- 
3 . 1 3(4H, m) . 3 . 07-2 . 87(2H, m) , 2 . 58-2 . 06(6H , m) J . 94-1 . 68 

(3H,m)J.37-1.07(2H.ni) 


20 


CDCl3:8.25-8.18(2H,ni). 7.87-7. 85(1H,m), 7.55-7. 44(2H, 
m),6.70-6.65(2H,ra),3.98-3.86(2H.iii),3.67(2H,s),3.25- 
3.16(4H,iii),3.03-2.90(2H,m),2.50-2.4U4H.ni).2.20-2.15 
(2H,ni).2.05-1.80(3H,m).1.30-1.10(2H,ra) 



[0 14 4] 
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^1-2 





NMR(ppin) 
(*:300MH2.«tEP:270MHz) 


4 


CDCl 3 : 8. 36-8. 32( 1H, m), 8. 20-8. 11 (2H,!n) , 8. 04-7. 92(3H, 
id) , 7. 76( 1 H, dd. J=2, 9Hz) , 7 . 72-7. 60(2H, m) . 6 . 69-6 . 62(2H, 
m) , 3. 93-3 . 82(2H, in) , 3. 1 6-3. 04(4H,m). 2. 98-2 . 78(2H,in) , 
2. 55-2.44(4H,ro), 2. 19(2H, d, J=7H2), 1 . 86-1 .63(3H,m), 
1.29-1.04(2H,ra) 


5 


CDCl3:8.32-8.29(1H,in),8.22-8.16(2H,ni),8.01-7.86(3H, 
in).7.77(1H,dd,J=2,9Hz).7.58(1H,dd,J=2,9Hz),6.73-6.65 
(2H. m) . 3 . 97-3 . 84(2H, m) , 3 . 1 6-2. 88( 6H , m) , 2 . 56-2 . 43(4H. 
m) , 2. 1 9(2H, d. J=7Hz ) , 1 . 90-1 . 67(3H, m) , 1 . 25-1 . 06(2H, m) 


6 


C0Cl3:8.32-8.28(1H,fn),8.23-8.18(2H,ni),8.11(1H,d, 
J=2Hz) , 7 . 90(1 H, d, J=9Hz) , 7. 85(1H, d, J=9Hz ) . 7 . 78( 1 H, dd, 
J=2, 9Hz) , 7 . 71 (1 H, dd, J=2. 9Hz) , 6 . 62-6 . 57(2H, m) . 3 . 88- 
3 . 74(2H, m) , 3 . 1 8-2 . 99(4H, m) , 2 . 88-2 . 70(2H,in) , 2 . 59-2 . 42 
t4n,fn;,Z- lov^HjO, J— inz A i - oi-J . OfV'^n,m^ , i . oo- 1 -Wvzn, 
m) 


7 


CDC1 3*:8.22-8.16(2H,m),7.95-7.86(2H,m),7.80(1H,s), 
7 . 56-7 . 46 ( 2H , m) , 6 . 75-6 . 68( 2H , m) , 4 . 00-3 . 92( 2H . m) , 3 . 25- 
3 - 13(4H, m) , 3 . 06-2 . 95(2H, m) , 2 . 60-2 . 50(4H, m) , 2 . 23(2H, d, 
J=7Hz) , 1 . 93-1 . 72(3H,ni) , 1 . 28-1 . 1 0( 2H , ro) 


8 


DMSO-d6:8.21(1H,dd,J=5,8Hz),8.14-8.08(2H,m),8.04(1H, 
s),7.94-7.87(1H,ni),7.51(1H,dt,J=3,9Hz),6.91-6.83(2H, 
m) , 4 . 03-3 . 87( 2H , m) , 3 . 1 4-2 . 97(4H. m) , 2 . 95-2 . 78(2H . m) . 
2 . 57-2 . 49(4H. m) , 2 . 1 5(2H, d , J=7Hz ) , 1 : 85-1 . 62( 3H , m) , 
1.12-0.93(2H,m) 


9 


CDCl 3* : 8 . 25-8 . 1 7 ( 2H , in) , 7 . 90-7 . 80 ( 2H , B») , 7 . 76 ( 1 H , s ) , 
7 . 48-7 . 42( 1 H, ro) , 6. 67-6 . 59(2H, m) , 3 . 90-3 . 78(2H, m) , 3 . 23- 
3.11(4H,ni),2.85-2.74(2H,in),2.60-2.48(4H,ni),2.21(2H,d, 
J=7Hz ), 1 . 85-1 . 53 (3H, m) , 1 . 30-1 . 09(2H , m) 


10 


CDCl 3* : 8. 24-8 . 1 1 {2H, m) J . 95( 1 H, s) , 7 . 49-7 . 36(2H. m) , 
6. 87-6. 66(3H.ni), 4.06-3. 90(5H,m), 3. 25-2. 95(6H,m), 
2.61-2.40(4H,m),2.22(2H,d,J=7Hz),1.95-1.72(3H,m), 
1.33-1.07(2H,ni) 


11 


CDCl3*:8.24-8.18(2H,m),7.77(1H.d,J=9Hz),7.71(1H,s), 

7.29(1H,d,J=2Hz),7.09(1H,dd,J=2,9Hz),6.65-6.59(2H,m). 

3.91(3H.s),3.89-3.78(2H.ro).3.24-3.06(4H,in),2.85-2.72 

(2H,ni),2.58-2.44(4H,m),2.21(2H.d,J=7Hz),1.85-1.56 

(3H,m),1.35-1.08(2H,m) 



[0 14 5] 
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N M R (ppm) 
(»: 300MHz. MEP :270MHz) 


21 


CDCl3:8. 31(1H,s), 8.20-8. 10(2H,ra),8.03{1H,d,J=9Hz). 
7.95-7.82(2H,ra),7.78-7.70(1H,m),7.68-7.58(1H,m),6.62- 
6 . 57 ( 2H. m) , 3 . 89-3 . 78(2H, m) , 3 . 1 5-2 . 98(4H, Bi) , 2 . 88-2 . 73 
(2H, m) , 2 . 56-2 . 44(4H, m) , 2 . 37(3H , s) , 2 . 1 8(2H, d, J=7Hz ) , 
1 . 80-1 . 60(3H, m) , 1 . 28-1 . 05(2H, m) 


22 


CDCl 3* : 8. 28-8 . 1 3(3H,in) , 7 . 96(1H, d, J=9Hz ) . 7 . 73-7 . 64( 1 H. 
m) , 7 . 47-7 . 37( 2H . m) , 6 . 96-6 . 90(1 H , m) , 6 . 63-6 . 54( 2H , in) , 
4. 40-4. 1 0( 1H, m) . 3 . 90-3 . 74(2H, m) , 3 . 1 6-2 . 97(4H, m) , 2. 83- 
2.68(2H,m), 2.58-2. 40(4H,in), 2. 17(2H.d,J=7Hz), 1.80-1. 60 
(3H,ra),1.22-1.02(2H,m) 



[0 14 6] 

^J6M2 3 4 -[ (E_) -4-^nu:^^VJ]y:7.)V:is—;v] -i-[ i- ( 
<X^l >4 - [ N- (2 - (t ->rh^$/^;i/j}<^;i/T5 ) t 

1- (4-ifUi^vi/) t°^y i^'>-4--r;i/^^7-;i/ (s. og) $:Mv^|| 

JgM3<X@l >®:S'^JCJ: tJ#e)4Xitffi^^#5:M7Kf^'fl:^5^ U'^ (13ml 
) IZUm-^-^. N-t ->^h:3ri>'^;i/7K-7l'- 1, 2-31^ U>i/'T^ > (0. 

5 4g) s rj^cv^•r^ (o. 3 imi) ^iDA^o T;i/^r>#H^T^?a"e 3 

Or^-ra^i^b^^, :h h U h U T-fe h:¥i/Ji<□/^-r K^-T K ( 1 . 3 3 g) 

ffii^L, mm^t^m (o. 6 2g) ^#fc„ 

[0 14 7] 

NMR>5.^^ (00013)6 ppm: 8. 22~8. 14 (2H, m) , 
6. 73~6. 64 (2H, m) , 4. 2 0 — 3. 92 (2H, m) , 3. 29 

6 8 ffiSEil^^^ 11-3002705 
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~3. 12 (2H, m), 3. 12 — 2. 98 (2H, m), 2. 73 (2H, 
t, J = 6Hz), 2. 54 (2H, d , J = 7Hz), 1. 99~1. 72 ( 
3H, m), 1. 45 (9H, s), 1. 33 — 1. 15 (2H, m) 
[0 14 8] 

<Xg2>4 - [ N->^n=ET-fe5^;i/-N- (2- (t -zf h^i/:^ JV^— 
;i/T^y) :j^^JV) T^J:^^JV] -1- (4-lfUi?;i/) if^ 

X^l T'#^tlfe^b^#f (0. 6g)(DM7Ki^<t:^5^l^> (5ml) ^miZ h V 

(0. 2 8ml) ^ta^. ^^v\T'^7fc?^T>^n^T-fe5^;L'^ n u K 

(0. 3 1 g) ©4ff;!KJ^^t:^^u> (5ml) mm^mrht^. r^vziymm^ 
j-jv=2 9:1) xmmi^. mmit^im (o. e i g) 

[0 14 9] 

NMRyt^K^ h;i/(*CDCl3)6 ppm:8. 26~8. 15 (2H, m) 
, 6. 75~6. 65 (2H, m), 4. 18 — 3. 84 (4H, m), 3. 5 
6 — 3. 45 (2H, m), 3. 37 — 3. 21 (4H, m), 3. 13 — 2. 
99(2 H, m), 2. 25 — 2. 10(1H, m), 1. 92 — 1. 77 (2 
H, m) , 1. 44 (9H, s) , 1. 39 — 1. 19 (2H, m) 
[0 15 0] 

<x^3>4-[ N- (2 -T^ y ^f^;i/) -N-yn^ T-fe5^;i/T$ y ^ 
-1- (4-tfU2/;i/) if^v i^yhVyjv:tumw^^(D 

j:m2xn^nr^it^<^ (o. 5 4g) izr-v-jv (o. 2 9g) , fe<fct>* 

^7f<^^if^-fhVy)l7tummi2. 3ml) ^m^. T;H^>#H^T^?aT'l. 

5mmmwbr^o Rjj^mi^:r:-^;v (5 0mi) ^m^mi^<mwi^t~o 

, ±m^'fit3y'7--i/3yiz^V^^. Hfcx--7^;i/ (5 0ml) ^M^X. ^ 
©j^f^?:^»JigL/fe<, (5 0ml) ^iUK.. -t^mmtLt^^. 

6 9 mUM^ 1 i-.^nn97nR 
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[0151] 

NMRX^^ (* DMS O- dg) 6 ppin:8. 2 6 8 . 16 (2H, 
m), 7. 23-7. 13 (2H, m), 4. 55-4. 35 (2 H, m), 4 
. 34'-4. 18 (2H, m), 3. 60 — 3. 45 (2H, m), 3. 29 — 
2. 87 (6H, m) , 2. 15—1. 96 ( 1 H, m) , 1. 78—1. 63 
(2H, m) , 1. 32~1. 04 (2H, m) 
[0 15 2] 

<x@4>i-[ 1- (4 -bfu i^^vvy- 4 ;]/}i^^M if^ 

XS3 ■e#e>4x;t'fb-a-^ (0. 4 6 g) (DM:^ty^^J\^:t^J]yJ^r ^ F (2 Om 
1) mmZyi^Tl^'^r h V JVy y (1. 4 3ml) I^MT 1 

[0153] 

HRMS : CJ5H22N4 O (M"^ ) ft^'fii2 7 4. 1 7 9 3 MmUZ 7 4 . 1 
7 6 7 

NMR>5.^^ (* CDC 1 3) 6 ppmcS. 24 — 8. 20 (2H, m) 
, 6. 67~6. 63 (2H, m), 3. 96 — 3. 86 (2 H, m), 3. 5 
5 (2H, s), 3. 40 — 3. 26 (4H, m), 3. 14 — 3. 06 (2H 
, m), 2. 92 — 2. 81 (2H, m), 2. 10 — 1. 94 (IH, m), 
1. 9 0 — 1. 7 2 (2 H, m) , 1. 4 2 — 1. 2 4 (2 H, m) 
[0154] 

<XS5>4-[ (E.) -4 -^?nn;^5^u;i/^;i//f;— - i-[ 1- ( 
iryo^^ 

Xg4 T'#^nfc5|S^J5K%$:M7Ki^'fl:^5^ l/> (34ml) \Z^m\^. hUx 

^;i/T^ > (0. 7 2ml) ^k^^-i: (E.) - 4-^nu7.'J- y n 

UK (2 4 5mg) (^MTKi^-fb^f^l/^ (5ml) ^?K$:ADX. r;b=r>#H^ 

7 0 mSE#^ 11-3002705 
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u-^h^^^y^ - mmmm ; m.^t:^^uy ^^>^-;i/=9 9 : i~i 9 : i 
) xmmi^^ mm^t^m (1 3 omg) ^m^o 

[0 15 5] 

H RM S : C23H27C 1 N4 O3 S (M"^ ) sfMM4: 7 4. 1 4 9 2 mMU^ 
7 4.1 5 0 3 

NMR>^^^^ h;i/ (CDC 1 3 ) 6 p p m : 8 . 2 8 — 8. 2 0 (2 H, m) 
, 7. 49 (IH, d, J=16Hz), 7. 48~7. 38 (4H, m), 6 
. eg^-e. 58 (SH, m) , 3. 89 (2H, s), 3, 9 4 — 3. 7 8 ( 
2H, m) , 3. 5 7 — 3. 4 4 (4 H, m) , 3. 32 (2H, d , J = 7H 
z), 2. 88 — 2. 72 (2H, m), 2. 05 — 1. 87 (IH, m), 1 
. 8 3 — 1. 6 4 (2H, m) , 1. 4 0 — 1. 22 (2H, m) 
[0 15 6] 

4 4 - ie-zfw^i-y ^ uy- z-'i -i-[ i 

- (4-kfUS^Vl/) }d^V i^y- 4 ->( Jly:^^M if^^Vy-2-7ty<D^^ 

mmmz z<j:n5>t.m^(D:^mx\ e-zru^i-y^ uy- 2-4 jv^ii 

;t;-;i/^n U K (2 2. 3mg) $:M VN-^^$:ff V>, ^Sfb"^^ ( 1 2 m g ) S: 
[0 15 7] 

HRMS : C25H27B r O3 S (M"^ ) ff^'fit 5 4 2. 0 9 8 7 mWU^ 
4 2.1022 

NMR>5><'^ h;i/(*CDCl3) 6 ppin:8. 37 — 8. 34 (IH, m 
) , 8. 2 6 — 8. 19 (2 H, m) , 8. 16 — 8. 11 ( 1 H, m) , 7 . 
93 (IH, d, J = 9Hz), 7. 88 (IH, d, J = 9Hz), 7. 80 

(IH, dd, J = 2, 9Hz), 7. 75 ( 1 H, dd, J = 2, 9Hz), 
6. 6 6 — 6. 59 (2H, m), 3. 89 — 3. 77 (2 H, m), 3. 80 

(2H, s) , 3. 4 9 — 3. 3 8 (4 H, m), 3. 25 (2H, d, J = 7 
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Hz), 2. 84 — 2. 72 (2H, m), 1. 99 — 1. 83 (IH, m), 

1. 68~1. 57 (2H, m) , 1. 3 5—1. 17 (2H, m) 

[0 15 8] 

IIS6M4 0 1 i-[ (E.) -4 -^nDx^y;i/;^;i//^ri;i/] -4-[ i- 

mmm3<j:m4>X'm^tir:i^t'^m (50mg) (d:^^j-;v (imi) m 

(1 0. 4mg) ^mxr^. zti^m&rmm^w^i^. 
mmit-^m (.6 omg) ^mt^o 

[0 15 9] 

NMR^'^^ (*DMSO-dg)6 p p m : 8. 22 — 8. 14 (2H, 
m) , 7. 83 (2H, d, J = 8Hz), 7. 53 (2H, d, J = 8Hz) 
, 7. 47 — 7. 33 (2 H, m), 7. 19 — 7. 12 (2H, m), 4. 2 
4—4. 12 (2H, m) , 3. 5 5 — 3. 2 5 (4H. m) , 3. 21—3. 
04 (6H, m), 2. 33 (3H, s), 2. 30 — 2. 18 (2H, m), 

2. 10—1. 78 (3H, m), 1. 18—1. GO (2H, m) 

[0 16 0] 

IIMM4 0 2 4-[ (JE) -4-^UU7.^V J]y:^)V-^ — M -l-[ 1- 

(4-fcf';i/;L') i^^v i:^y- 4 \£K=y^jy- 2-yty:^ ^yy^ 

)\yiisym}^(D^^ 

n%m2 Z<JLm^>'^nht\,t=.it^m (4 2mg) (1 mi) 

mm^:^^y:^)\y-!i^yw. (8. 4 9mg) ^-mTLtz.. z.n^m.^y^m^'^i^v 
. ^mit^m (50mg) ^mtzLo 

[0161] 

NMRT.^^ (*DMSO-dg)6 p p m : 8. 22 — 8. 13 (2H, 
m) , 7. 8 4 — 7. 7 7 (2H, m), 7. 5 7 — 7. 3 8 (4 H, m), 7 
. 16 — 7. 08 (2H, m), 4. 18 — 4. 06 (2H, m), 3. 7 7 ( 
2H, s) . 3. 5 5 — 3. 2 7 (2H, m) , 3. 2 5 — 2. 9 9 (4 H, m 
), 2. 56 — 2. 43 (2 H, m), 2. 29 (3H, s), 2. 01 — 1. 

7 2 aifl#^ 11-300270 5 
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95 (IH, m) , 1. 72-1. 61 (2H, m), 1. 19 — 1. 03 (2 
H, m) 

[0 16 2] 

fj^iS. 7|s:|§^0||J6Wb-^i^ 1 ~4 0 2 ^"e©#3t$:0l Ic^L^o IIJfeM2 
[0 16 3] 

mmM}ii.x^mx:^^. ±mmmiii.x. msk^^ mmm. mm^. -Mi^m 
M#§f^ (T I A) m<DmM^mM'^mmizi5n ^mm. ^^Rx:^n^^t^W5mm 

-ffiifii^i^. mmm^m (dio , AJiikm(Dm^. AJi^un^o^M^mm.^ 

m ' ^mmiihx^mmx-^h. 
[01] TOi~3 4i±, i^^mmm¥\vc'km<Dmyt^^^-'f)\yi^^xm. 

:bb:t%(D (01) T'feSo VtQMMm^^i <Dm.^miit^\ZmV. S2 

> S3 it^-z^ -Zg -Qcom^BTo 
[0 2] *ig^>fb-^#/®^at^(^s-efes. 
[0 3] *i§^^b-^#f©^3i^®E-efeSc 

[04] 2f5:|g^'f[:-^TO«3g^<^0T'feS, 
[0 5] ^H^-ffc-^i^^^jt^^EIT'feSc 

[0 6] :^mmi\:^'^(Dm^:^^(Dmx$>^c 

1 q mfFF3*3A 1 i—f^onQ^nR 
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0 7] :^mmit^m<Dmm^(Dmv^^o 
a 8] :^mmit^^(Dmm^0mx^:^^o 



09] 






010] 








011] 










012] 




C 1 Li rf 
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